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Assistant Commissioner for Patents 
Washington, D.C. 20231 

Sir: 



This paper supplements the response submitted on July 17, 2002 to the Restrict 
Requirement mailed January 17, 2002. 

IN THE CLAIMS: 

Please add new claims 132-134, and amend claims 78, 81, 84, and 85 as followfe 
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78. (Amended) A method of screening for compounds that inhibit Ap 
production, comprising contacting a £-secretase polypeptide purified to apparent homogeneity 
comprising a polypeptide that (i) is fewer than about 450 amino acid residues in length, (ii) 
includes an amino acid sequence that is at least 90% identical to SEQ ID NO: 75 including 
conservative substitutions thereof, and (iii) exhibits £-secretase activity, as evidenced by an 
ability to cleave a substrate selected from the group consisting of the 695 amino acid isotype of 
beta amyloid precursor protein (#APP) between amino acids 596 and 597 thereof; MBP-Cl25wt 
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